Jeffrey S. RUBIN et al. 

"Method of Treating A Condition by 

Stimulation or Inhibition of Epithelial 

Cell Growth Using Keratinocyte 

Growth Factor (KFG) 

Serial No. 08/455,975 




{ — ) uuu biz '30Nvgyosav 



^ USDS ^] 



Jeffrey S. RUBIN et at. 

"Method of Treating A Condition by 

Stimulation or Inhibition of Epithelial 

Cell Growth Using Keratinocyte 

Growth Factor (KFG) 

Serial No. 08/455,975 



O 
C\J 

CD 

Ll_ 



RECEIVED 

- SEP 1 7 2003 
TECH CENTER iso o/a^ 



I 03 

1 CVI 

ESSOIN 



til 
m 



W\\W\V\V\\\\\\\\\\\\\\\\\\\\\Y 



v\\\V\\\\\\\\\\\\\\\\\V 



~ o 



Is 



o 
<: 



Noiivinwus aiod 



H-THYMIDINE INCORPORATION, cpm x 10" 3 (- 



< 
OJ 




( — ) uiu trlZ '30NV9HOSQV 



Jeffrey S. RUBIN et al. 

"Method of Treating A Condition by 

Stimulation or Inhibition of Epithelial 

Cell Growth Using Keratinocyte 

Growth Factor (KFG) 

Serial No. 08/455,975 



RECEIVED 

- SZP l ' 2003 



FIG. 2B 



94-* 
67 — 

43^- 
31 — 



He" 



Mm 



mm 



20.1 — 
14.4^ 



19 20 21 22 23 2425 26 

FRACTION NUMBER 



Jeffrey S. RUBIN etal. 

"Method of Treating A Condition by 

Stimulation or Inhibition of Epithelial 

Cell Growth Using Keratinocyte 

Growth Factor (KFG) 

Serial No. 08/455,975 



RECEIVED 



H-THYMIDINE INCORPORATION, cpm x 10 ~3 ( ) 



o 

CM 



O 

CO 



ro- 



UJ 
CQ 



O 

o 
< 

GC 



o o o 

CO Oi 33 

o o ° 

( _j iuu VIZ 'BONVQUOSGV 

ro 

CD 



1 



SEP 1 5.2003 g 



<0 



Jeffrey S. RUBIN et al. 

"Method of Treating A Condition by 

Stimulation or Inhibition of Epithelial 

Cell Growth Using Keratinocyte 

Growth Factor (fCFG) 

Serial No. 08/455,975 



RECEIVED 

- SIP 1 • 20Q3 




o 

Li_ 



Jeffrey S. RUBIN et al. 

"Method of Treating A Condition by 

Stimulation or Inhibition of Epithelial 

Cell Growth Using Keratinocyte 

Growth Factor (KFG) 

Serial No. 08/455,975 



Jeffrey S. RUBIN et al. 

"Method of Treating A Condition by 

Stimulation or Inhibition of Epithelial 

Cell Growth Using Keratinocyte 

Growth Factor (KFG) 

Serial No. 08/455,975 



cr 

o 
o 
UJ 



< 

< 



cr 
o 

UJ 



a 
< 



7\ 
/ 

/ 
/ 
/ 
/ 
/ 
/ 
/ 
/ 
/ 
/ 
/ 
/ 



CD 

o 
\_ 

Q_ 



ID 
GO 
rO 



O 

TO 



CD 
CD 
Ll_ 



CD 



O 



o 
CD 



7 
/ 
/ 



o 



rO 



X 

E 
a 
CD 



cr 

o- 
u 
LU 



/ 



/ 



CD 

o 



tZ3 



cr 

o 
o 
UJ 



— O 




Jeffrey S. RUBIN et al. 

"Method of Treating A Condition by 

Stimulation or Inhibition of Epithelial 

Cell Growth Using Keratinocyte 

Growth Factor (KFG) 

Serial No. 08/455,975 



FIG. 7A 



FIG. 78 1 U 



1 

121 
241 



36 1 



481. 



601 



. rrrr p TC A C ACACAGAGAGAAAATCCTTCTGCCTGTTG 
rr APPAGGC AG AC A AC AG AC ATGGAATTCT TAT AT ATCC 
TTATCAACAGAGTTATTTAAGGAGGAATCCTGTGTTGTT 

AAGAGGTCAATGACCT AGGAGT AACAATCAACTCA AGAT 



R 



20 
H 



TTTG-CTCTACAGA TCA TGCTTTCACA TTATCTQTCTAGT 



C AC AAGAAGT TATG ATT ACATGG AAGGAGGGGATATAAG 



Y 0 Y M 



60 
E 



1 00 



NNYN IME IRTVA V 
721 GAATAATTACAATATCATGGAAATCAGGACAGTGGCAGT 



N 



N 



40 

K 



841 



ATGC A ATG A AG ATT GT A ACTTC A A AG AACTAATTCT GG A 

1 ao 

p v R G K K T K K E Q K T 
96 1 TCCTGT AAGAGG AAAAAAAACGAAGAAAGAACAAAAAAC 

TCGACTGTTTTCTTTCTTCTCAAAATTTTCTTTCCTTTT 
ACACTGCATTAAAGAAAGATT TGAAAAGTAT ACACAAAA 
TAAATT AATTTACCCTTAAGAGTATGTTAGATTTGATT A 
rr TAT ATC AG AC CT AC AGGCTTCTGGCAGGATTTGTCAG 
A ATCAGAAAAAAAATTCTC AAAAAAACTATTATGAAAGT 
TC AAGT GG AA AGGG T AT TGCT A AAAGGATGTTTCC A AAA 
CCTCAAAGTAAAATTG AGAAATCTTTAAGTTTTTTTCAA 
TTCCTATGGTTACAGCATT AAACTCTATTTTAAGT I GTT 
TTTTAATTTTAAAGGAATAACAAAACTGTCTGGCTCAAC 
ATAAGAGCCTGAAGCAATGCTTACAATAGATGTCTCACA 
ATATAAGTATTTAC AGGATTTTAAAGTTAGAATATATTT 
TGTTCAAAAGGTGGCAGCACTG AAAGTTGTTTTCCTGTT 
CCTACAGATAACAGGATTATT ACAAGGATGAATTTCCAC 
GTATGCT AACCACTGTGGTTTT AATTTCAAAATATTTGT 
CAATAGATTCATTTAATTTTCCTGTGGTTGACCTATACG 
CACCTGATTC AAGGACTTTGCTAGCT AGGTTTTGAGGTC 
GCAGACTATCTGTTCATAATCAGTTTTCAGTGTGAATTC 
TT AAATAGAAAT AGTGTATATACATAT AAAATACAAGCT 
ATTTAGTGGTAAATCCATTCCTGGTAGTATAAGTCACCT 
AAATTTGCTCTAGTTACACACCTTTAGAATTCTAGAATA 
GCTGGGT AG AT AT AC AGCTGTC AC A AG AG TCT AG ATC AG 
AGATATAGCCTTTACATTTGTACACAAATGTGACTATGT 
TCAATTCTGATTCCTATTCACCTTTTGTTTATGAATGGA 
TCTAACAATTAGAAAAAAAAAAAAAAAAAAAAAAAAAA 

FIG.7B 



1081 
1 201 
1 321 
1 441 
1561 
\ 681 
1 801 
1 921 
2041 
2161 
2281 
2401 
2521 
2641 
276 1 
2881 
3001 
3121 
3241 
3361 
3481 
360 1 
3721 
3841 



F1G.7A 



Jeffrey S. RUBIN et al. WiC* 

"Method of Treating A Condition by ^/ 

Stimulation or Inhibition of Epithelial ^ 

Cell Growth Using Keratinocyte >v iSJ^V 

Growth Factor (KFG) *CAj ^ I 

Serial No. 08/455,975 Q$f/ 

FIG 7B ^ 

1 IW * FIG.7CI 



atttaTGGAAACAATTATGAT.TCTGCTGGAGAACTT i T 
apt TGTT AGCAACAAAAC AAAAGTCAAAT AGC AAACAG 
ATCAGGAACTAAAAGGATAAGGCTAACAATTTGGAAAG 



TCATTTTCATTATGTTATTCATGAACACCCGGAGCACT 

30 „ „ 

r 1 I SLACNOM T -P 
- G g TA C TA T^ TrTTTA ^ rT TnrAATGACATG ACTCCAG 

70 

v/ d p L FCRTQW Y L 
AGTGAGAAGAC TC TTCTGTCGAAC ACAGTGGT ACCTG A 

110 

riVAlKGVES E F 
TGGAATTGTGGC AATCAAAGGGGTGGAAAGTGAATTCT 

1 50 

muyNTYASAKW T ^ 
AAACC ATT ACAACACATATGCATCAGCTAAATGGACAC 

1 90 

ahFLPMAIT * 
AGCCC ACTTTCTTCCTATGGCAAT AACTT AATTGCATA 



a tttTTT AGTAATC AAGAAAGGCTGGAAAAACTACTGA 
ATCAG ATTT AGT AACT AAAGGTTGTAAAAAATTGT AAA 
TCTGAT AATGATTATTTAAATATTCCTATCTGCTTATA 
AT AATCAAGCCACACTAACTATGGAAAATGAGCAGCAT 

rl ATAAAATAGATAATTTAACAAAAGTACAGGAT i AGA 
a TPTTGT ATATAAGATAGCAACAGTGATTGATGATAAT 
CTAAC AT AATC TATCTTTGT AT AATTCAT ATTTGGGAA 
TTTGAACT TT ATTGTTTTGTTAT T T AAGTTTATGTTAT 

rrc AAGTTTCCCTCCCTTTTCTG AC TG AC ACTAAGTCT 
r AGAAC AATAC AAATATGTAAAAACTCTTTCACCACAT 
r A ATGC AT GGG TAG AAAATATC AT ATTT T A AAACTATG 
AT ATGGCAAG AGC ACAATGCCCAAAAT AG AAGATGCAG 
TTP AAAAGTC'TTTCATTGGCAG ATCTTGGT AGCACTT 1 
r ATTCAAGTCCC TT TACATAAATAGT ATTTGGTAATAC 
ACCAGGATGTAG AAAACT AGAAAGAACTGCCCTTCCTC 
AGGCTTCAGTAACTGTAGTCTTGTGAGCATATTGAGGG 
AT TGAATGTTTATAGACAAAAGAAAAT ACACACTAAAA 
ATGTT AGGACCAAATGCTCTT TGTCTATGGAGTTATAC 
AAAAAAGACTTCT AGAAATATGTACTTT AATTATTTGT 
T T AA A ACTG T AAG GGG CC TCC AT CCCTCTT AC TC ATTT 
TTAGCACATGCTTTCTACTCTTCGATTATTAGTATTAT 
CTTGGCAATGCACTTCATACACAATGACTAATCTATAC 
AAGCTTTGTGCAAAATATACATATAAGCAGAGTAAGCC 

~FIG~7A F,G - 70 



SEP 1 5 2003 



Jeffrey S. RUBIN et al. 

"Method of Treating A Condition by 

Stimulation or Inhibition of Epithelial 

Cell Growth Using Keratinocyte 

Growth Factor (KFG) 

Serial No. 08/455,975 



FIG. 



7C 



FIG. 78 



PAGCTGAG AAATAGTTTGT AGCTACAGTAGAAAGGCTCAAGTT 
rr TP AC AGC A AC TG A AC TT ACT ACG A ACTGTTTTTATGAGGAT 
AGC AAGT ACTC TT TC TT AAATCAATCT ACAATTC ACAG ATAGG 

1 0 

M H KW/ L T W I L P T 
AC AC T A T A AT GC AC A AA JGGA TA CTGA CA TGGA TCCTG-CCAA C 



4-0 
M 



50 
E 



r Q M A T N V C S S P E R H 

AGC A AATGGPT AC A A ATGTGA ACTGTTCC AGCCCTGAGCGACA 



80 90 

r i n K RGKVKGT QEMK 
GG A TCG AT AAAAGAGGCAAAGTAAAAGGGACCCAAGAGATGAA 

120 1 30 

YLAMNKEGKL Y A KKE 
ATCTTGCAATGAACAACCAAGGAAAACTCTATGCAAAGAAAGA 

160 1" 7 * 0 
•HN GGEMFVALNQK G * 
ACAACGGAGGGGAAATGTTTGTTGCCTT AAATCAAAAGGGGAT 



TGGTAJ ATAAAG A.ACCCAGTTCC AGC AGGGAGATTTCT I TAAG 

AAAACTGATCAAGCTGGACTTGTGCATTTATGTTTGTTTTAAG 
ACTGGTTGTACAATCATGATGTTAGTAACAGTAATTTTTTTCT 
AAATGGCTGCTATAATAATAATAATACAGATGTTGTTATATAA 
TTT AAATGCTTTCTAGTGAAAAATTATAATCTACTTA AACTCT 
ACATGCTTATACCTATAAATAAGAACAAAATTTCTAATGCTGC 
ACTGTACTTCATCTTACTTGCCACAAAATAACATTTTATAAAT 
TATGGCTTTT AATAATGTTCTTCCCACAAATAATCATGCTTTT 
TT ATAAAAAAAAAACCT TAATAAGCTGTATCTGTTTCATATGC 
AGCACACAGCACTTGGGCCAGCAAATCCTGGAAGCAGACAAAA 
ATTCTTGCCAATTAATTGGATCATATAAGTAAAATCATTACAA 
TATATTTAAATTTAGTAATTTTCTAATCTCTAGAAATCTCTGC 
TTAAGAAT AAGGGGCCC TGAATGTCATGAAGGCTTGAGGTCAG 
AT ATGTTCACCAATGGGAGGTC AATATTTATCTAATTTAAAAG- 
ATTTATAGATGAGACTTATATGAAAAGGCTAGGTCAACAAAAA 
AGATAT ACTCTTGGGAGAGAGCATGAATGGTATTCTGAACTAT 
CAGAGG AGGACTTAG TTTTTCATATGTGTTTCCTTAGTGCCTA 
CT AATCTTCATTTTAAAAGGGT AAAACATGACTATACAGAAAT 
TTCCATCAAATTACATAGCAATGCTGAATTAGGCAAAACCAAC 
TTTTCTCCTATTTTT AAATTTATTATGCAAATTTTAGAAAATA 
GTAGTCTAGGAAATTGAGATTTTGATACACCTAAGGTCACGCA 
TAGCTAATGGTCTTTGGCATGTTTTTGTTTTTTATTTCTGTTG 
TGTGATGATTTGACTCAAAAGGAGAA AAGAAATTATGT AGTTT 
ttttaaaaa TP. TTCTTTG A AAGATAA K"A~I T A A A I AC Al l GAGTT 

FIG. 7B 




Jeffrey S. RUBIN et al. 

"Method of Treating A Condition by 

Stimulation or Inhibition of Epithelial 

Cell Growth Using Keratinocyte 

Growth Factor (ICFG) 

Serial No. 08/455,975 




-28S 



-I8S 




Jeffreys. RUBIN etal. 

"Method of Treating A Condition by 

Stimulation or Inhibition of Epithelial 

Cell Growth Using Keratmocyte 

Growth Factor (KFG) 

Serial No. 08/455,975 



o 

ll- 



Li. 
CD 

Si 



1 

_L 



Ll. 



J;- v 
*v ■ 



LJ ~* 



O 



I 



I 



1 




Jeffrey S. RUBIN et al. 

"Method of Treating A Condition by 

Stimulation or Inhibition of Epithelial 

Cell Growth Using Keratinocyte 

Growth Factor (KFG) 

Serial No. 08/455,975 



FIG. 10 



SEP 1 7 2003 
J£CHC£NT£fl 1600/2900 



= § I i ? 
o g s 5 

* O = 03 — ' 



« 

5- 
o 

o • 

•S % 

m W v n 

« 1 2 o 

0 o «J .£ 

75 To o 2 

1 r 5 • 

<<<CD«iOC< Q-<u5 >2 



A) KGF 



-28S 



18S 



B) TGF-a 



28S 



— 18S 



C) EGF 



— 28S 



— 18S 



D) Acidic FGF 



— 28S 



— 18S 



28S 



E) Basic FGF 



-18S 



F) Actin 




28S 



-18S 



